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DETAILED ACTION 

The Amendment filed 2/25/2008 has been received, entered into the record, and carefully 
considered. The following information provided in the amendment affects the instant application 
by: 

Claim 1 1 has been amended. 

Claims 1-10, 12-16, 26-42, and 56-61 have been canceled. 
Remarks drawn to rejections of Office Action mailed 8/24/2007 include: 

Double Patenting Rejections: some of which have been maintained and some of which 
have been withdrawn for reasons set forth below. 

An action on the merits of claims 11, 17-25, 43-55, and 62-71 is contained herein below. 
The text of those sections of Title 35, US Code which are not included in this action can be 
found in a prior Office action. 

Double Patenting 

The rejection of claims 11, 17-25, 43-55, and 62-71 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-32 of U.S. Patent No. 
6,812,219 is maintained for reasons of record. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because both applications are drawn to treating 
Flaviviridae infections in a host using 2'-methyl-pyrimidine nucleosides. It is noted that the 



Application/Control Number: 10/609,298 Page 3 

Art Unit: 1623 

instant application requires a 3 '-amino acid moiety, and the '219 patent comprises H or 
phosphate at the 3' and 5 positions, however, the '219 patents claims are also drawn to "or 
prodrugs thereof. Likewise, US 6,875,751 teaches that 3'-amino acid groups are cleavable esters 
which act as prodrug moieties for nucleotide therapeutics (see column 3, line 35 to column 4 line 
45). As such, the amino acids instantly claimed are art known prodrugs. Obviousness based on 
similarity of structure and function entails motivation to make claimed compound in the 
expectation that compounds similar in structure will have similar properties. Where the prior art 
compounds essentially bracket the claimed compounds and are known to be effective as well 
known pesticides, for example, one of ordinary skill in the art would be motivated to make the 
claimed compounds in searching for new pesticides. See In re Payne, 606 F.2d 303, 203 USPQ 
245, 254-55 (CCPA 1979). Prodrug esters are well known in the art, as are amino acid prodrug 
esters as evidenced by US 6,875,751, as such, absent unexpected results, the examiner believes it 
would be obvious to make 3'-amino-acid prodrug esters of the '219 patent's compounds. 

Applicants arguments filed 2/25/08 have been considered but are not persuasive. 
Applicants argue that the instant claims are drawn to treating HCV and the '219 patent is drawn 
to treating flavivirus and pestivirus infections. However, it is noted that the claims as filed in the 
instant application were drawn to treating a Flaviviridae virus, which is a family that 
encompasses flavivirus, pestivirus, and HCV. As such, this is seen to render obvious treating any 
member of the Flaviviridae family with the same therapy. Moreover, applicants also argue that 
there is nothing in the art showing the instantly claimed 3 '-prodrugs. The examiner has cited the 
6,875,751 patent above to show this feature. Applicants also argue that example 36 of the instant 
application provides unexpected results with respect to bioavailability and anti-viral activity, thus 
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rebutting any prima facia case of obviousness. However, it is noted that example 36 is not seen 
to compare the valine-esters with the non-valine compounds, but rather show that the valine 
esters produce HCV activity, which would be expected. There are no results in example 36 
comparing the claimed compounds to the non-prodrug compounds. 



The rejection of claims 11, 17-25, 43-55, and 62-71 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-27 of U.S. Patent No. 
6,914,054 is maintained for reasons of record. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because both applications are drawn to treating 
HCV infections in a host using 2'-methyl-pyrimidine nucleoside. It is noted that the instant 
application requires compounds which comprise a 3 '-amino acid ester prodrug moiety, and the 
'054 patent comprises H or phosphate at the 3' and 5 positions, however, the '054 patents claims 
are also drawn to "or prodrugs thereof. Likewise, US 6,875,751 teaches that 3'-amino acid 
groups are cleavable esters which act as prodrug moieties for nucleotide therapeutics (see 
column 3, line 35 to column 4 line 45). As such, the amino acids instantly claimed are art known 
prodrugs. Obviousness based on similarity of structure and function entails motivation to make 
claimed compound in the expectation that compounds similar in structure will have similar 
properties. Where the prior art compounds essentially bracket the claimed compounds and are 
known to be effective as well known pesticides, for example, one of ordinary skill in the art 
would be motivated to make the claimed compounds in searching for new pesticides. See In re 
Payne. 606 F.2d 303, 203 USPQ 245, 254-55 (CCPA 1979). Prodrug esters are well known in 
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the art, as are amino acid prodrug esters as evidenced by US 6,875,751, as such, absent 
unexpected results, the examiner believes it would be obvious to make 3'-amino-acid prodrug 
esters of the '054 patent's compounds. 

Applicants argue that the '054 patent is drawn to treating flavivirus and pestivirus 
infections, and the instant application to HCV, however, the claims of both application are drawn 
to treating HCV, not flavivirus and pestivirus infections. Applicants also argue that there is 
nothing in the art showing the instantly claimed 3 '-prodrugs. The examiner has cited the 
6,875,751 patent above to show this feature. Applicants also argue that example 36 of the instant 
application provides unexpected results with respect to bioavailability and anti-viral activity, thus 
rebutting any prima facia case of obviousness. However, it is noted that example 36 is not seen 
to compare the valine-esters with the non-valine compounds, but rather show that the valine 
esters produce HCV activity, which would be expected. There are no results in example 36 
comparing the claimed compounds to the non-prodrug compounds. 

The rejection of claims 11, 17-25, 43-55, and 62-71 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-2 and 8-18 of US Patent 
No. 7,105,493 is maintained for reasons of record. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because both applications are drawn to 
methods of treating Flaviviridae infections by administering pyrimidine 2'-methyl-ribofuranosyl 
nucleosides, or prodrug or esters thereof. It is noted that the instant application requires 
compounds which comprise a 3 '-amino acid ester prodrug moiety, and the '493 patent comprises 
H or phosphate at the 3' and 5' positions, however, the '493 patents claims are also drawn to "or 
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prodrugs thereof. Likewise, US 6,875,751 teaches that 3'-amino acid groups are cleavable esters 
which act as prodrug moieties for nucleotide therapeutics (see column 3, line 35 to column 4 line 
45). As such, the amino acids instantly claimed are art known prodrugs. Obviousness based on 
similarity of structure and function entails motivation to make claimed compound in the 
expectation that compounds similar in structure will have similar properties. Where the prior art 
compounds essentially bracket the claimed compounds and are known to be effective as well 
known pesticides, for example, one of ordinary skill in the art would be motivated to make the 
claimed compounds in searching for new pesticides. See In re Payne, 606 F.2d 303, 203 USPQ 
245, 254-55 (CCPA 1979). Prodrug esters arc well known in the art, as are amino acid prodrug 
esters as evidenced by US 6,875,751, as such, absent unexpected results, the examiner believes it 
would be obvious to make 3'-amino-acid prodrug esters of the '493 patent's compounds. 

Applicants arguments filed 2/25/08 have been considered but are not persuasive. 
Applicants argue that the instant claims are drawn to treating HCV and the '493 patent is drawn 
to treating fiavi virus and pesti virus infections. However, it is noted that the claims as filed in the 
instant application were drawn to treating a Flaviviridae virus, which is a family that 
encompasses flavivirus, pestivirus, and HCV. As such, this is seen to render obvious treating any 
member of the Flaviviridae family with the same therapy. Moreover, applicants also argue that 
there is nothing in the art showing the instantly claimed 3 '-prodrugs. The examiner has cited the 
6,875,751 patent above to show this feature. Applicants also argue that example 36 of the instant 
application provides unexpected results with respect to bioavailability and anti-viral activity, thus 
rebutting any prima facia case of obviousness. However, it is noted that example 36 is not seen 
to compare the valine-esters with the non-valine compounds, but rather show that the valine 
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esters produce HCV activity, which would be expected. There are no results in example 36 
comparing the claimed compounds to the non-prodrug compounds. 

The provisional rejection of claims 11, 17-25, 43-55, and 62-71 on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 130-131 and 
137-149 of copending Application No. 10/602,691 is maintained for reasons of record. Although 
the conflicting claims are not identical, they are not patentably distinct from each other because 
both applications claim methods of treating HCV using overlapping 2 '-methyl pyrimidine 
nucleosides. It is obvious that the instant application and the '691 application are substantially 
overlapping. 

Applicants argue that the '691 application does not recite the instantly required 3 '-amino 
acid substitutions and without articulating a reason why this modification would occur, no 
obviousness can be made. The examiner notes that US 6,875,751 teaches that 3'-amino acid 
groups are cleavable esters which act as prodrug moieties for nucleotide therapeutics (see 
column 3, line 35 to column 4 line 45). As such, the amino acids instantly claimed are art known 
prodrugs. Obviousness based on similarity of structure and function entails motivation to make 
claimed compound in the expectation that compounds similar in structure will have similar 
properties. Where the prior art compounds essentially bracket the claimed compounds and are 
known to be effective as well known pesticides, for example, one of ordinary skill in the art 
would be motivated to make the claimed compounds in searching for new pesticides. See In re 
Payne, 606 F.2d 303, 203 USPQ 245, 254-55 (CCPA 1979) 
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This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

The rejection of claims 11, 17-25, 43-55, and 62-71 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 2-3, 8-17, and 19-66 of 
copending Application No. 1 1/005,443. Although the conflicting claims are not identical, they 
are not patentably distinct from each other because both applications claim methods of treating 
flavivirus infections using overlapping 2'-mcthyl pyrimidinc nucleosides which have S'-amino 
acid prodrug moieties. It would be obvious to one of skill in the art that these applications are 
claiming substantially overlapping subject matter. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Claims 11, 17-25, 43-55, and 62-71 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 2, 8-17, 19- 
21, 25, 29-37, 39, and 52 of copending Application No. 1 1/005,440. Although the conflicting 
claims are not identical, they are not patentably distinct from each other because both 
applications claim methods of treating flavivirus infections or HCV using overlapping 2'-alkyl 
pyrimidine nucleosides which comprise 3 '-amino acid prodrug moieties. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 
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Claims 11, 17-25, 43-55, and 62-71 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 2, 3, 8-17 and 
19-57 of copending Application No. 1 1/005,446. Applicants are correct in their assertion that the 
examiner typed in the wrong application number for this rejection, the examiner previously typed 
"1 1/005,449" and it was intended "1 1/005,446". Although the conflicting claims are not 
identical, they are not patentably distinct from each other because both applications are drawn to 
methods of treating HCV by administering pyrimidine 2'-methyl-ribofuranosyl nucleosides. It is 
obvious that the instant application and the '446 application are substantially overlapping. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Claims 11, 17-25, 43-55, and 62-71 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 19-36, 39-42, 
and 45 of copending US Application 1 1/516,928. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because both applications are drawn to 
methods of treating Flaviviridae infections by administering 3 '-amino acid prodrugs of 
pyrimidine 2'-methyl-ribofuranosyl nucleosides. It is obvious that the instant application and the 
'928 application are substantially overlapping. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 
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Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Traviss C. Mcintosh whose telephone number is 571-272-0657. 
The examiner can normally be reached on M-F 9:30-6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shaojia A. Jiang can be reached on 571-272-0627. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Traviss C Mcintosh III/ 
Examiner, Art Unit 1623 
July 7, 2008 



